IN THE UNITED STATES PATENT & 'HUDENIASK OFHCB 



In re Application of TORMO I BLASCO et al. 
Serial No. 10/532.719 
Filed: December 20, 2005 

Fon 6-(Halogenph«iyl>Tri8zoIopyrimidines Daivatives and their use as Fungicide 

DECLARATION 

I. Egon Hado), Dr agr., a citizen of th Federal Republic of Gennam- and residing at 
Romerstrasse 1. 67259 Kleinniedesheim, Gennany. hereby declare as ^K: 

I am fiilly^teained agrfcultaral engjnfiet, having studied agricultural science at the Technical 
Umversity of Stuttgart-Hohcnheim, Gennany, fiom 1975 to 1980; 

Fiom I980.to 1985 1 furthered^my studies at the Institute of Hant Disease of the University 
of Hohenheun, and I was awarded my doctor»s degree by die said university in 1985; 

I joined BASF AkUengcsellschaft of 67056 Ludwigshafea, Germany, in 1984 and have 
« of tfac;<±^x;teti2ation and screening of 4gicidal substaSs! 

and am thoefore feUy conversant vvith the technical field to which the invention disclos^ 
and clamied m Application SerialNo. 10/532,719 belongs. «iscwsea 

6^I^,^'yf''y^^'^^l^^'^ ^appUcatioa file, in particular the Office Action 
dated August 21, 2007, and the pnor art referenced therein, and I am therefore also well ac- 
quainted with the invention, which is disclosed and claimed inappUcation 10/53:^^9 

The followng tests w«e earned out under my supervision or the supervision of my col- 
ISti'" accordance wOi the procedures described on pages 39 to 41"^! 26 to 29^;f fte 



A. Comparative Tests 



D2 (US 5,593,996) 
Ex.119 

Comparative Example 


US Serial No. 10/531,719 

Ex. 1-44 

Inventioii 


US Serial No. 10/532,719 1 

Ex.I-23 

InveBtion 




r III 





The active ingredients were used s^Kirately to prqiarc a stock solution comprising 25 rag 
active ingredient, which was filled up with a mixture of acetone and/or DMSO and the etmul- 
sificr Uniperol EL (emulsi^g and dispersing wetter based on ethoxylated alkvlphenols) in 
a volume ratio solvent remulsifier of 9> : 1 ad 10 ml sdhition. After\^'ards water Cvas added ad 
100 ml. This stock solution was diluted with the above described solvent: emulsifier : water 
mixture to give the desired active iogredioit concennatioDs stated below. 



Comparative Test 1 : 

Control of gr»|r moM iBoirytis cinerea) on paprika leaves in a seven day protective ao- 
ptication / r r 

Paprika seedlings of the "Neusiedler Ideal Elite" variety %vere sprayed to run-ofifat the four- 
to five leave stage with an aqueous suspension containing the concentration of active ingredi- 
ent mentioned below. Afler seven days the plants were inoculated vnth a spo« suspension of 
Booytis cinerea containing 1.7 x lO' spores per ml in 2 wt.-% aqueous Womalt solution The 
infected plants were then incubated in chambers with high humidity for five days at ^2-24 "C 
TTie extent of ftmgus spread was assessed as %-attack of the whole leaf surface, which made it 
possible to judge not only the fungicidal action of the active ingredient but also the lone term 



to this test, the plants which had been treated with 250 ppm of the comparative compound 
from D2 showed an mfection of 50 %, while with 250 ppm of the invenii\'e compotmdI-23 
no infecUon could be detected. TTje untreated plants showed an infection of 90 % 



Comparative Test 2; 



Action on Pyricidtuta oiyt/ae (protective action) 

Leaves of pot grown rice seedUngs of the "Tai-Nong variety were sprayed to raaoff 
Ml aqucom suspension, containing the concentration of active ingredient mentioned below 
Hie nejrt day the plants were inoculated with an aqueous spore stispension of Pyncnlaria 
oryzae. ITie plants were then placed for 6 days in a humid chamber at 22 to 24 and a rela- 
tive hutiudit>' of 95 to 99 %. Tbs extent of fiingus spread was assessed as %.attack of (be 
vniQielcafsurfece. 

In fliis test, fbs plants which had been treated with 250 ppm of the compound of D2 showed 
an jnfection of 80 %, whereas with 250 ppm of the inventive compounds 1-23 and H4 only 
3 %, »eq)ectively 09iinfxtion could be detected. The tmtte^ 90 %. 

Comparative Test 3; 

Action on Septoiia tHtid ta wheat protective actjoit) 

Leaves of pot grown wheat seedlings of the •'Riband" vari^ were sprayed to runoff with an 
aqueous suspension, containing the concentration of active ingredient mentioned below The 
next day the plants were inoculated with an aqueous qjoxe suspension otSeptoria /ri/fci con- 
taining 2.0 X 10 spores/mL The plants were then placed m a htanid chamber at 18 lo 22 
and a relative humidity of ahnost 100 After two weeks the ejctent of fiingus soread was 
assessed visually as %-attack of the whole leaf surfece. 

In this test. Ae plants which had been treated with 16 ppm of the compound of D2 showed an 
mfecnon of 60 %. whereas with 16 ppm of the inventive compound 1-23 no infection could be 
detected. The untreated plants were infected to 90 %. 



Sf 5r Kl^to',??^*^^ *'^^^ demonstrate that the tested compounds according to Appl. 
ISlnpfe m Svs 5^93,9^ advantages and improved ftmgicidal efficacy coSpaiS to 

JJiVSilST^h^*^^ ^"'^ I.<'/5^2,719. which have ahalogen atom in 

the 2-poMUon of die phenyl img, are unsubstituted in the 6-position and cam- a fhrther halo- 

grn'S??'? ■ ^T^""^^ ^^"'"^ giay mould ot p^ iSS^utl 
by Boteyns cmera, nee blast caused by Pyricularia oryzae and Septoria leaf blotch caused by 
Tf)?^-!^'' c«npound according to US 5,593,996 which has a substituS 



B. Additional Examples 



B 1 Synthesis Examples 

With due modificatioxi of tlxe starting compounds, the protocols shown in the synthesis exam- 
ples of US Serial No. 10/532,719 were used for obtaining further compounds I The resulting 
con^unds I, together with physical data, are listed in fte following supplement to Table (I) 
in the specification of US Serial No. 10/532,719. 
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a) Greeuhduse 



FohnuMon 



Hie active ingredients yme used separately to prepare a stock solution comprising 25 nig 
active ingredient, wtich Avas filled up with a mixture of acetone and/or DMSO andlte emul- 
sifia Wettol EM31 (emulsifying and dispersing wtter based on ethojQ'lated alkylplwnols) in 
a volume ratio solvent: cmulsifier of 99 : 1 .ad 10 itnl solution. Afterwards water was added ad 
100 ml. This stock solution Tvias diluted with the abwe described solvent: emuJsifiec: water 
mixture to give the desired active ingredient concentcaiiohs stated below. 

Additional Use Example 1 - Fungicidal con trol of early bUght on tomatoes (^er/iarm 



Leaves of pot grown tomato seedlings were sprayed eith an aqueous suspension containing 
ihe active compound in the concentration menttoned below. The next day the leaves were 
infected with a zoospore suspension of Altsemaria: solani (0.17 x 10* spres per ml of a 2% 
strenglh biomalt solxition). Hie plants wtsre then placed in a watar vapour-saturated chamber 
at 20 to 22"X:. After 5 days the isease had spread to such a great extent on the untreated planfe 
that the fimgicidal activity of the substances could be assessed. 



Additional Use Example 2 

Activity against gray mould on paprika leaves caused by Botrytisdnera in a one day protec- 
live application 

Paprika seedlings of the "Neusiedler Ideal Elite" variety were sprayed to run-ofiFat the two to 
tinee leave stage virith an aqueous suspension contaimng the couceiitration of active ingredient 
mentioned below. On the following day, the plants were.inoculated with a spore suspension of 
Botr).tis cinera m 2 wt.-% aqueous biomalt. solution. The infected plants were then incubated 



solani) 





days, the extent of fongal infection on 

ppm of compounds 1-23, H36, H95, 
pectively, showed an infedtion of no 
3d to 90%. 




b)Mierotiter Tests 



?J ^^^^^'^ ingredients were prepared separately as DMSO stock solution al a concentration of 
10,000 ppm. 



Additioiiai Use Example 3 



Activity against gray mould caused by Botrytis cihera 

The stodc solution of the active compound was pipetted onto a microtiter (MTP) and diluted 
to the concentration indicated below with an aqueous fongi nwrient medium based on malt 
Subsequently, an aqueous spore suspension of Botrytis cittern was added The plates were 
tiien placed m a humid chamber at a temperature of is-d and a relwive humidity close to 
100%. On the seventh d^ after inoculation, the MTIPs were scanned with an absonrtioii pho- 
tometer at 405 nm. *' r 

The measured parameters were compared to the growth of the active-ftee control variant 
(100%) and die fongi-fiee and active-^ftee blank value, to calculate Ae relative growth in % of 
the padiogens in die respective active compounds. 

In diis test tt»5 padiogens which jiad been treated with 125 ppm of con^unds 1-181, 1-23«. I- 
239, 1-240, 1-241, 1-250 and 1-252, req)ectiyely, showed a reladve growth of no more than 
12%. 



Additional Use Exampk 4 

Activity against rice blast caused by Pyricularia oryzat 

The stock solution of the active compound was pipetted onto a microtiter (MTP) and dieted 
to dw coacenttanon indicated below with an aqueous fungi nutrient medium based on malt 
Subsequently, an aqueous spore suspension of Fyricuiaria oryzae was added. The plates were 
then placed m a huinid chamber at a t«nperature of 18»C and a relative humidity dose to 
100%. On the seventh day after inoculation, the MTPs were scanned with an absorption pho- 
tometer at 405 om. *^ 

T^^rlT^rt Pf™?«^«?s compared to the grovvth of the active-ftee control variant 
(100%) and the fiingx-free and acti\'e-fiee blank value, to calculate the relative growd» m % of 
the pathogens m the respective active compounds. 

hx this tests the paflwgens which had been treated with 125 of compounds 1-249 1-238 1-247 
r-246, 1-245, 1-244, 1-243. 1-233. 1-232. 1-231. 1-237. 1.236, 1-23^ 1-234 I-25I {Ji S 
1-213. 1-212. 1-I95. 1-202, 1-200. 1-121. 1-208. MlO 1-209 1-207 -21 1 -214 1-217' 2^6 
'•'ifi'''- '-'^^ V^'^' 1-222. 1.221, 1-220: 1-226. 1-225. 1-l/^, ll^^ l-iVl-^Vl^? 
airf 1-206, respecnvely, showed a relative growth ofno more dian 6%. 



Additions! Use l^sampie 5 

Activity against die speckled leaf blotch pathogen 5epwr/a tritici 

The stock sohition was pipetted onto a microtiter plate (MTP) and diluted to the stated active 
compound ooncenttate usmg a malt-based aqueous nutrient medium for fungi. An aqueous 
spore suspension of Septoria tritici was dien added. The plates were placed ina water vaoour- 
grated ch«nber at tempcwto^es of 18»C. Using an absoiption photometer, die MTPs were 
measured at 405 nmm day 7 baiter tite inoculation. 



The measured- paiameters were compared to the growth of the active-fiee control vaiciant 
(100%) and fee fungi-free and active-free blank value, to calculate the relative growth in % of 
the pathogens in the respective active compounds. 

In this tests the pathogens which had been treated with 125 of conmounds 1-249 1-238 1-247 
1-246, 1-245, 1-244, (-243, 1-233, 1-232, J-231, 1-237, 1-236. M35. 1-234, U25ll 1-242! 1-248; 
1-213, 1-212, 1-195, 1-202, W00,M21, WIO, K20i>/I-207, 1-2U. 1-214; 1-217, 
1-215, 1-219, 1-218, 1-223, 1-222, 1-221, 1-220, 1-226, 1-225, 1-224, 1-230, 1-229, 1-228, 1-227 
and 1-206, respectively, showed a relative gtowdi of no more than 6%^ 

The additional synthesis and use exattiples support Ae scope of the clahned subject matter. 



I fiirlher declare that all statements made herein of my own knowledge are true and that all 
statements made on infonnation or belief are believed to be true; and fimher that these state- 
ments are made with the knowledge that wilful false statements and Uie like so made are pun- 
ishable by fine or imprisonment,.or both, under Section 1001 of Title 18 of die United States 
Code and that such wiMd fidse statements may jeq)ardize the validity of the ^plication or 
any patent issuing thereon. 



Signed at 67056 Ludwigshafen, Gfeimany, this ... day of February 2008. 




Dr. Egon Haden 



